At further laparotomy an inoperable pancreatic carcinoma with extensive hepatic secondaries was found. Biopsy of a liver nodule showed scattered cells containing insulin and pancreatic polypeptide (identified by specific immunohistochemistry). Histologically the tumour was a malignant apudoma of the type C pattern with trabecular formation and rosettes. The concentrations ofinsulinand pancreatic polypeptide in the liver tumour were 0-032 IU/g and 25 9 ng/g wet tissue respectively. Streptozotocin treatment was started.
After a total of 8 g intravenously the glucose tolerance test was again diabetic with plasma glucose concentrations of 14-9, 16-2, 19-5, and 24 0 mmol/l (266, 292, 351 , and 432 mg/100 ml). Corresponding insulin values had fallen to 20, 25, 40, and 60 mU/l (figure) . Plasma gastrin had fallen to 150 ng/l.
The residual acid was 4 6 mmol (mEq)/l, basal acid 6 9 mmol (mEq)/l, and one-hour pentagastrin-stimulated value 17-2 mmol (mEq)/l. The patient improved, gained energy and weight, and again required insulin. He enjoyed good health for 12 months and received intermittent courses of streptozotocin, Eventually hypoglycaemia recurred, he became resistant to streptozotocin and died 18 months after his first chemotherapy. Necropsy confirmed the finding of malignant apudoma. 
Comment
The main differential diagnosis of insulinoma in a diabetic is factitious insulin administration,2 ruled out in this case both by the pattern of plasma fractionation of insulin and by the specific insulin staining in a liver metastasis. There was a short remission with streptozotocin, as described by others.3 The pancreatic tumour secreted gastrin, proinsulin, and insulin. A liver secondary stained positively for pancreatic polypeptide. Patterns of multiple hormone secretion in insulinomas have previously been described.'3 oThe concentrations of pancreatic polypeptide and insulin extracted from the liver secondary were low. That might reflect either lower levels than those in the primary tumour or decreased storage capacity for the hormones. Insulinomas may be rare in diabetics because the original insult to the pancreas either protects against tumour formation or simply leaves a decreased number of islet cells available for mitotic change. In the present case some normal islet cells remained, so the apudoma may have developed from these.
We are grateful to the United States National Cancer Institute, National Institutes of Health, for supplies of streptozotocin.
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Case report
A 25-year-old man had mixed cellularity Hodgkin's disease diagnosed in 1969. Two complete remissions were obtained with radiotherapy and courses of chemotherapy. In 1975 he relapsed with bone disease and was given Chl VPP (chlorambucil, vinblastine, procarbazine, and prednisolone). In 1976 chemotherapy was stopped because of a hypocellular bone marrow and stored packed red cells were transfused. Two weeks later he developed "shadows" in the right eye, which obliterated vision except for a narrow central horizontal strip. Over the next two weeks vision progressively deteriorated and on admission the eye was blind. He had no complaint about the left eye. The right optic disc was pale with attenuated arterioles showing early sheathing. There were scattered whitish areas in the fundus with associated haemorrhages and a lower-half exudative detachment (figure). Hodgkin's tumour was diagnosed with a central retinal artery occlusion. The left eye was normal except for one doubtful small retinal deposit. Nevertheless, one week later extensive disease had developed in this eye. The appearance of the fundus resembled that in the right eye and again suggested malignancy. Other than for mild headache, his general condition was good.
Investigations showed haemoglobin 11 7 g/dl, white cell count 7 5 x 109/I (7500/mm:3), lymphocytes 4 ,,, and platelets 158 109/1 (158 000/mm3). A CAT scan of the orbits showed abnormal patchy increase in density in the fat content of both muscle cones, worse on the right, thought possibly to be due to Hodgkin's deposits. Four separate cerebrospinal fluid (CSF) samples were taken. Cytocentrifuge smears in two samples showed reactive lymphocytes and atypical cells considered to be malignant. A CMV serum titre was not measured. On admission he was given dexamethasone, mustine, intrathecal methotrexate, and, later, radiotherapy to both orbits. Two weeks after admission sight deteriorated rapidly in the left eye. This was mainly attributed to a central retinal artery thrombosis, and conventional doses of streptokinase were started. Shortly afterwards the patient collapsed and died. Necropsy showed that the cause of death was cerebral haemorrhage. There were scattered foci of treated Hodgkin's disease but no active disease was found. Both retinae showed cellular changes very suggestive of CMV infection, and electron microscopy revealed particles typical of cytomegalovirus.
Comment
While physicians know that systemic CMV infection may occur in Repeated self-poisoning with paracetamol
Although repetitive self-poisoning is common, the case described here is probably unique.
Case report
From November 1972 to September 1978 a 26-year-old single man was admitted with 82 episodes of self-poisoning, 31 ofwhich involved paracetamol.
Other drugs included barbiturates, codeine and derivatives, benzodiazepines, and tricyclic antidepressants, which he obtained without apparent difficulty despite his known exceptional history of drug overdosage. He had a disturbed, unhappy upbringing and had been expelled from both the Danish Merchant Navy and the British Army. The usual-psychiatric diagnosis was psychopathic personality disorder. His self-destructive behaviour was not averted by multiple psychiatric admissions except during an 1 1-month period in Carstairs State Mental Hospital in 1976-7. It was considered that he could not properly be detained there longer under the Mental Health Act.
The first paracetamol overdose was taken in July 1974. Poisoning was usually severe with plasma paracetamol concentrations far above the "treatment" line' and recovery of up to 20 g of drug in the urine despite late admissions and incomplete collections. He knew that treatment after 10-12 hours was useless and often deliberately misled us over the times of ingestion. Details of treatment and laboratory investigations for 18 admissions are shown in the table. He was treated with intravenous cysteamine, Lmethionine, L-cysteine, and N-acetylcysteinel-3 on 13 admissions and never suffered severe liver damage (aminotransferases > 1000 U/1) when these agents were started within 12 hours of ingestion. Severe liver damage occurred at least seven times, however, when he presented late, and transient hepatic encephalopathy developed once. Repeated tests for hepatitis B surface antigen and antibody were negative, and a recent barium swallow and intravenous pyelogram were normal.
Percutaneous liver biopsies were performed after the 16th and 31st overdoses of paracetamol. The first specimen showed some fibrosis without inflammatory reaction, but the second, carried out during recovery from an episode of severe liver damage, showed considerable disturbance of architecture, fibrous extension of portal triads, and fibrous septa with a suggestion of regeneration and progression towards cirrhosis. There was also marked cholestasis.
Comment
There seems little doubt that multiple episodes of severe liver damage were prevented by early treatment with protective agents. Nevertheless, severe damage occurred several times. The latest liver biopsy specimen suggested developing cirrhosis, which, despite intermittent heavy alcohol consumption, could probably be attributed to paracetamol hepatotoxicity. He remains a burdensome enigma to the medical, psychiatric, and nursing staff (from whom he has perhaps received care and attention he has not otherwise known). Opinions are divided concerning his future management, but the likelihood of suicide is high. His latest admission followed the discovery of Weedol (paraquat) and he now has extensive pulmonary damage. I Prescott, L F, et al, Lancet, 1976 , 2, 109. 2 Prescott, L F, et al, Lancet, 1977 , 2, 432. 3 Prescott, L F, Health Bulletin, 1978 Conversion: SI to traditional units-Bilirubin: 1 tLmol/l= 0058 mg/100 ml.
